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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 
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Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )KI Responsive to communication(s) filed on 27 October 2010 . 
2a)^ This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1,2,6 and 7 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) ^ Claim(s) 1,2,6 and 7 Is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121 (d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
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2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
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DETAILED ACTION 

Receipt is acknowledged of Applicant's Amendments and Remarks filed on 
10/27/2010. 

• Claim 1 has been amended. 

• Claims 3-5 have been cancelled. 

• Claims 1 -2 and 6-7 are pending in the instant application. 

Claim Rejections - 35 USC § 1 1 2 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-7 rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention are withdrawn in light of Applicant's arguments to the claims. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in 
public use or on sale in this country, more than one year prior to the date of application for patent in 
the United States. 
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Claims 1, 2, 4 and 7 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Mattrey (WO-00/45855) are withdrawn in light of Applicant's amendments and 
arguments to the claims. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 1-2 and 6-7 rejected under 35 U.S.C. 103(a) as being unpatentable over 
Mattrey (WO-00/45855) in view of Dugstad et al (US 6,221 ,337) are maintained for 
reasons of record in the previous office action filed on 07/29/2010. 

Applicants arguments filed on 10/27/2010 have been fully considered but they 



are not persuasive. 
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Applicant argues that Mattrey does not disclose stability of the microbubbles, 
wherein the shell comprises negatively charged phospholipids in an amount of from 50- 
1 00%. 

In response to applicant's arguments against the references individually, one 
cannot show nonobviousness by attacking references individually where the rejections 
are based on combinations of references. See In re Keller, 642 F.2d 413,208 USPQ 
871 (CCPA 1 981 ); In re Merck & Co., 800 F.2d 1 091 ,231 USPQ 375 (Fed. Cir. 1 986). 

In this case, the Mattrey patent is relied upon to show that it is known in the art to 
preparation of ultrasound contrast agents (particularly gas-filled microbubbles) that are 
relatively stable and preferentially taken up by the lymphatic system, and allow for 
enhanced visualization of the lymphatics and regional lymph nodes. The microbubble 
shell is formulated from lipids (phospholipids), both natural and synthetic polymeric 
materials, while the Dugstad patent shows an equivalence that is recognized in the art 
for contrast agents used in diagnostic studies comprising gas-filled microbubbles 
stabilized by phospholipids-containing amphiphilic material, desirably at least 75% of 
the phospholipid material in the contrast agent consists essentially of phospholipid 
molecules bearing negative charge. 

Applicant argues that example 3 of applicant's description illustrates that Albunex 
is not suitable for use in a method for identification of a sentinel lymph node. 

In response to applicant's argument that the references fail to show certain 
features of applicant's invention, it is noted that the features upon which applicant relies 
(i.e., Albunex is not suitable) are not recited in the rejected claim(s). Although the 
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claims are interpreted in light of the specification, limitations from the specification are 
not read into the claims. See In re Van Geuns, 988 F.2d 1 1 81 , 26 USPQ2d 1 057 (Fed. 
Cir. 1993). 

Applicant argues that Dugstad patent covers the contrast media Sonazoid™ of 
the applicant. There is no suggestion by Dugstad to use such microbubbles in the 
imaging of lymph nodes or for the discrimination between benign and malignant. This 
argument is not persuasive since the motivation to combine the references does not 
necessarily have to match with what applicant wants to accomplish. The reason or 
motivation to modify the reference may often suggest what the inventor has done, but 
for a different purpose or to solve a different problem. It is not necessary that the prior 
art suggest the combination to achieve the same advantage or result discovered by 
applicant. See, e.g., In re Kahn, 441 F.3d 977, 987, 78 USPQ2d 1329, 1336 (Fed. Cir. 
2006) (motivation question arises in the context of the general problem confronting the 
inventor rather than the specific problem solved by the invention); Cross Med. Prods., 
Inc. v. Medtronic Sofamor Danek, Inc., 424 F.3d 1293, 1323, 76 USPQ2d 1662, 1685 
(Fed. Cir. 2005) ("One of ordinary skill in the art need not see the identical problem 
addressed in a prior art reference to be motivated to apply its teachings."); In re Linter, 
458 F.2d 1013, 173 USPQ 560 (CCPA 1972) (discussed below); In re Dillon, 919 F.2d 
688, 16 USPQ2d 1897 (Fed. Cir. 1990), cert, denied, 500 U.S. 904 (1991). In the instant 
case, the Dugstad reference teaches contrast agents for diagnostic studies (used in 
variety of diagnostic imaging techniques, including light imaging, ultrasound, MR and X- 
ray imaging) comprising perfluoroalkanes found to exhibit high stability under pressures 
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similar to those typically encountered in vivo, for example showing substantially 
complete (at least 90%) recovery to normal size distribution and echogenic properties 
after exposure to overpressure of up to 300 mm Hg. 

Applicant argues that the combination of the microbubbles disclosed by Dugstad 
with the method disclosed by Mattrey, properly addressing all limitations of the instant 
claims, can only be made with the benefit of hindsight. 

This is not found to be persuasive. In response to applicant's argument that the 
examiner's conclusion of obviousness is based upon improper hindsight reasoning, it 
must be recognized that any judgment on obviousness is in a sense necessarily a 
reconstruction based upon hindsight reasoning. But so long as it takes into account only 
knowledge which was within the level of ordinary skill at the time the claimed invention 
was made, and does not include knowledge gleaned only from the applicant's 
disclosure, such a reconstruction is proper. See In re McLaughlin, 443 F.2d 1392, 170 
USPQ 209 (CCPA 1971). In the instant case, the Mattrey references teach a method for 
identifying the sentinel lymph node in a subject pre-administered with a microbubble 
ultrasound contrast agents that are preferentially taken up by the lymphatic system and 
allow for enhanced visualization of the afferent lymphatics and regional lymph nodes. 
Dugstad teaches a contrast agent for use in diagnostic studies comprising injectable 
aqueous carrier liquid of gas microbubbles stabilized by phospholipid-containing 
amphiphilic material. One of ordinary skill in the art would have been motivated to 
perform such combinations in expectation of achieving better identification of sentinel 
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lymph nodes and improve the diagnostic potential of ultrasound examinations in 
different clinical applications. 

Conclusion 

No claims are allowed at this time. 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to JAGADISHWAR R. SAMALA whose telephone number 
is (571)272-9927. The examiner can normally be reached on 8.30 A.M to 5.00 P.M. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael G. Hartley can be reached on (571)272-0616. The fax phone 
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number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/J. R. S./ /Jake M. Vu/ 

Examiner, Art Unit 1618 Primary Examiner, Art Unit 1618 



